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Elucidation of pathogenesis and treatment of islet mitochondrial dysfunction and
inflammation under glucolipotoxicity
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Uncoupling protein 2 (UCP2), a mitochondrial protein, is known to be
upregulated in pancreatic islets of patients with type 2 diabetes (T2DM). We here highlighted the
molecular link between the increase in UCP2 expression in beta-cells and beta-cell failure by using
genetically engineered mice and human islets. Beta-cell-specific UCP2-overexpressing transgenic mice

(bUCP2Tg) exhibited glucose intolerance and a reduction in insulin secretion. Decreased
mitochondrial function and increased aldolase B (AldB) expression through oxidative-stress mediated
pathway were observed in bUCP2Tg islets. Our findings provide a new mechanism of beta-cell
dysfunction by UCP2 and AldB.

Obesity and diabetes are independent risk factors for death during sepsis. S100A8, an alarmin, is
related to inflammation, obesity, and diabetes. We now revealed the role of S100A8 in sepsis of
obesity and diabetes models.
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